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im&m 2 ] **g i tm^mBwom^^ f* £i«<m&o 

tSDNA, 

3C3fB*<Z>DNA 0 
[«^«5] »^3IB«<DDNA$:^-rsiBg|x.^^^-o 

8 ] n&m i lEicsai^ u < titt^ 2 is^cdsis^^^ Ft: 
9 ] 1 ga«©ga«% i/ < itm&m 2 sB*©^s^^y^ f* & « 

cw^i 0] w*«iia«©fiajR*L/<tt»#«2iB*©aj^^F*fc 
& £ ©^ffi £ * » -e <z>&© * * y - - y 

1] »^lfB«cDgeK*b<tt^^2S2«(Z)g|S^y^ F*fe 

tt*o*mnii:s«f«i:t« y ^> Ft»*^iffi*©ga«*fc«* 

H»#3U 2] Sf*gl 0fB«<Z>;** y-->^*ffi*fe»gf#3Sl l|3«0^ 
*y-n>*793ry h£JS^T#e>*ie><£K y#> F£ff#3UI2iR<Z>^efCa; 
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4] ff:£#3 8B«©DNAi:A>f * h U > 5* a: > h as^frTT-A-f ^ 
[0 0 0 1] 

te^CDi&fc <fc t?^tl 5: 3 - K-T § D N A Z \Z m-t Z> . 
[0 0 0 2] 

[«£3fc<Z>i£ll5] 

LTV^Sguanine nucleoti de-binding protein (J^T, Ggz&Mt-l&ffi't Z^fi* 
[0 0 0 3] 

2 a}|E#2 0 0 0-3 0 7 8 6 6 5 



43^ 11 — 24 153 



^>^*Aic^-r<2>w^?g#6Mf^*)tiTfe y, z\<d <fc e> fcuT#e>*ifc c d 

N A© Ht/tTSB^U ^'Expressed Sequence Tag (E.ST) £ L Tf- * X fC^^ 

£ Wife tSrtttilt^S. 
[0 0 0 4] 

K^^y-->yffl*y K f£x* y-->?*#*£=fcb< lix* 

3 ajfE# 2 0 0 0 - 3 0 7 8 6 6 5 
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[0 0 0 5] 

mm z MR-t & tc #> (D^m 
^ii/t^^-ges) &3-KtscDNAi:#itu ^i&mmmzMffi-? 

2 ti z> m e s # 7 nug*!!?© g m a ^ -fe ^ # - s e it* & & r n z m 

fgbfc (03) 0 #3)!f8#£>tt> dti^OfcUllc^^T. £ £lc#F3fc£M;fcfc 
[0 0 0 6] 

^ y gtBE£f.*: &m -t z> ^ £ & £ i" 3 S a R * tt * © 

(2) _t§3 (1) IB^SagoBP^^K^fcl*^©^ 

(3) JiflB (1) K«©»aiC«:a-K^r«*aSKJO«:*-r*DNAft**"r* 

DNA, 

(4) K3W#: 2£fcfcfcgB#l#-J§- : 3 7?*$ *l*«[i6S?a«:^^S±ffi (3) 
fB«©DN A, 

(5) JtiB (3) IH^CDDNASr^-r&ffiSI^.^^^-. 

(6) ±m (5) mm<DMm*-'<9*-xm%t$&&zftt=-}&Mmmfo> 

(7) ±m (6) fa«©^«^#:S:^#b. Jtffi ( i ) sa«tf>sesi&£j& • 

(8) ±IB (1) fB«©^e«*;U<tt-hSH (2) 

(9) _tlB (1) iBtfCDfiBJCfcl^ttJtSB (2) gB^©$#^:^ K£fc«-t 

[0 0 0 7] 

(10) ±i(l) SHR©gaK*»L<a:_tI3 (2) flB«©»^^K*fctt 
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1 



(11) _hSB (1) iHS<Z)SaK%L<ti±fB (2) IBiRcD^^^ K£fc« 

(12) ±B(io) mm®*? v mm>t&iz±m (ii) ib«<jdx* 
(i 3) _fcia (i o) fB«©x^u-n>^^^^tt_hfa (i i) ggiR©** 

(1 4) _LfB (3) mm<DDNAil/\4XhV>*?3i>h&giftT-e/\^?'V# 
[0 0 0 8] 

b<tim^ (i^fe«2#) ) a>y-i ;m&Xi£L&T$ smmFL ®mpm^ 
: iT*mt>2ti2>T$ smmmzi $L&&2mu± (#£l<hu i~3 oii 

#0)1 £fcte2MJSU: (#£L<&, l~3 0flE J:»;»^L<ttl~l 0 
MSg> $ £lc#£ L<ii®:M (l££tt:2M) ) ©T^ /^^©T^^T- 
z>m&MT~2b2>±m (i) fB«cDsejR*fci±-e©j^, 

(16) ±m (1) IBl£(Z>M&»%;L<tt^©$&£fc&_tgB (2) IH«<Z)SP^ 

o ) mm<D vify K<z>&jt#&. 

5 2000-3078665 
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(17) U U> F^T> d r^^>^>. /K>K>>>, ^j^-fcV^K. rrl/^/Xh 
?)V&$y. tnh-X ^7h-X -a-nWKY, rfri^r-f 
F, ZfVy. AVfX/V^y. **ri/bi/y> PACAP, -fe?l/^>> 
zf>> ?!j;i/^h->, 7K^;^^a'JX V7h7^f>, GHRH, CRF 
% ACTH, GRP, PTH, VIP (AV7?f^^ T 

>F ui/>ff*;F jKU^^^F) , yvhx^fx F-/\*^>, wj> 
, r^y>> cgrp w-f-r f w 

^F)> D-fzihU^>. i/y:*#^>> :/nx# if^yvy. buytf 

y^JVy, TKUt'JX a fcitf/S -^r^^^f > (chemokine) ( 
IL-8, G R O a > GRO^ GROr, NAP-2, ENA-78 
„ PF4, IP10, GCP-2, MCP-1, HC14. MCP-3, 1-3 
09. MlPla, MIP-U, R A N T E S & if) , 31 > K"fe V >> 
D^h'JX k:>C# ^ >, ZL;x-D-r>$/>. TRH, l/T^-f 
U^#>f F*fctt3tf9->Tf**±SB O) IB3£©V ^>F©»ft#& 

[0 0 0 9] 

(is) (D ±m (i) fH*©Mas=bb<tt : e©^*fe«-hS3 (2) mm<?> 

m-fr^zf* F*)L<&*<DM.£, V3fy\?t$:mMZ1£t=.m&ll. (ii) JifB ( 

1) mm<DmBW : hh<itt(Dm.tr^t±m (2) ta«©§is^^F=fob<tt 
v#y ^^^mmit^mt:^mm^r=.m^ii<Ditm^n^ zit. 

£#8ti:1-£_tSB (11) SB*tf>X* V --yif^m, 

(19) (i) «»bfcy3tf>F€:±8a (1) ffitfCDSSKfcb 

ii±gB (2) ia«<z>as^^^ \?&v<i* : £<Dmzmmzi*:fem&£.. ao * 

»Lfcy#>F;BJ:tfSa*ft^*&-I:IB (1) aa*©«B«fcU 

tt_tiB (2) IS«<Z)§P^^^ F*fct±*©«[K:Sg«tS-erfc»^K:feW*, *SK 

vitvify\?<D±m (1) fB*©£BKfcL<tt-t©«t*fca:-LK (2) mma> 

&vtf>\:£±m (i) mm(Dm&m^r=.it^<Dm.£(D^^mt^^it^ 
mtfcitzo&ox? v -—y 

(20) (D #«bfeu^r> F&±iH (i) K*cD«BKfc£rtri-*im»tcift 

6 ffilE4# 2000-3078665 
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MZHtcmOrii. (ii) mmv&Vif>Fi3&Tf&m<t&&*:±& (1) IB«<Z> 

*rr**g^*fc»j£u yaf^Kfcjtaa (D sb«<z> 

(2 1) (i) *«Lfcy^>KS:±IB (1) ^®£&*&£tf?«J*lft<Z>K 

(ii) Mbt>JA*>Fi3J:^i{b^^±IB (1 

fctt-e©iftcD^^y-->^«s, 

[0 0 10] 

(2 2) (i) *U8Lfcy;*f>K«:_fcflB (6) fH«©^S^m^$:^#-r £ 3 £ 

cj=oT**jWi#©»jMtic»ai/fcsa*c««s*fc»^i:, (ii) m 
mhitvir>F&*xnKMUb&mz±wi (6) ga^©^fc«&# r£ 

y*f>Ki:±e (l) 8B«©5efi*fett-€-©tfti:©|g^tt€:SEfl:S**ft#«> 

(2 3) (i) ±13 (1) BidDSeif*feH:*©*feiSttfl;t*ft^«f*±B 
(l) ffi«©SeK&^-r«IHflBtc««S«fc»^fc. (ii) _fcE (1) 
©«e**fett*CD*&«ttfli^*ft^*feJ:t;tafcft^*«:J:IB (1) SB*© 

tt&«jeu j£m?&z.n*:ttmz.ir&vifz/}?k.±m (i) iai©gaitfc 
tt^©ist©^ffis^§*sft^*fctt^©ig©^^y--^>^a. 
(2 4) ±m (i) »*©Staft*fett-e<z)«ftS:?stt'fbf sft^«f&_tfla (6) 

7 miE# 2000-3078665 
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«*WJI6jW#«H£&»j£U Jfc*rr*£fc U#>Kfc-fcfi (D 

[0011] 

(2 5) _tffi (1) 8Bi©5fiR&?Sffiftt6ft^ T>^^>2/>, # 

pacap, -fe^i/^y, *7i/#:J>, jjjvi/b—y. rKi/;^^ay> 

„ V7h^#f>, GHRH, CRF, ACTH, GRP, PTH, VIP (/t 

7h7^fX ^e^-u >, y^y>> y^i/^- >, CGRP (# 

h— 'J I/— ? K) > n^fzib 'Jx> v l/T;*# 

Jitf/S -^r^^f > (chemokine) (fcfittf, IL-8, GROa, GRO/S, 
GROr, NAP-2, ENA-78, PF4, I P 1 0, GCP-2, MCP 
- 1, HC 1 4. MCP- 3, 1-309, MlPla, MIP-ljS, RAN 

TRH, /O^l/T^-f y^JKU^*'f K*fctt3?f9 — >Tf**_fc« ( 
2 3) £fcttJLIB (2 4) SB«CE>^f U-->^Ss, 

(2 6) _bsa (i 8) — (2 5) Kt©xi"j-->^sa(tff&n^6, y# 
(27) jbiB (i 8) - (2 5) to*©** y-->^#a-e#e>*is*. y 

[0 0 12] 

(2 8) ±13 (l) fi*©*e*tfe**r*»*fc*#**-fc&W*Kfc**-fc 
IB (l l) IE*©*? y ^ K 

8 ffi§E# 2000-3078665 
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(2 9) _hlH (1) fE*0geg$:^tt5|il©JiB^$:^t5^i:$:#^ 

ftz>±m (i i) mm<Dx? v-->>fm*ry k 

(30) jiia (6) um<Dmm$Kmftzmm-tz>z.£iz&^Tmmm$&mft<Dm 

(3 i) ±m (2 8) ~ (3 o) mm®*? v b&m^mbti 
vtf>P£±m (i) mm<Dm&M£t~i**<Di&£<Di£t?&$:mk2-&z> 

(32) _hia (2 8) ~ (30) mm<D*>7 v-—>ym*ry b^m^xm^ti 

(33) ±m (8) sa«©m^ii. jisb (i) mm,(Dm&m : bis<i*±m (2) 

(34) jiia (8) mm<Dffiib£^ w.m&&&'amMiki*frt=.±m en sa«<z> 
mmmzm^h^mt^tit^±m u) BB«©g6jrfob<t*_fcSB (2) 

±JB (1) SE«©Se«=foL<ii±IB (2) gB«©04)"<^K*feJ«<Z)ift© 
(3 5) *ift«£ffi#±fc*#fbi,fcJ:8B (8) mm<Dffiftts «fcr*g|8Mfc£*ifc 

-tie (8) mmm<Dmfa£*m&&£wzmffimzfcj&2'&f-<D?>. ^mitm^ 
±<D&mM(D?s&zwfe-tz>z\ £*!&&£? z>Wc&mtp<D±m (D fB«©^a 
m^v<it±m (2) iB*©^^y^ K^fc«-e©^<D^*^^^*s:ii#^-r^ 

o 

[0 0 13] 

9 miiE#2 0 0 0 - 3 0 7 8 6 6 5 



11—2415 31 

Wim W>y h, 7>yh, v^x, ^i^^ 79. Vi/. V 

;i/fc£0 <Z)$>g>g>«fflJ& (MAli. JMM& #filDJe. ^UTWJB, MR* HUB 

%wimm. Bm^L<itmnmm. ^f^it^ti^mm<Dmmmm. nmm^v 
<&js>mm&& ^tim&nmm (mz.it. mel, mi, ctll-2, h 

T-2, WEHI-3, HL-60, JOSK-1, K 5 6 2, ML - 1, MO 
LT-3, MOLT-4, MOLT-10, CCRF-CEM, TALL— 1 , 
Jurkat, CCRT-HSB-2, KE-37, SKW-3, HUT-78 
, HUT-102, H9, U9 3 7, THP-1, HEL, JK-1, CMK, 
KO-8 12, MEG-Ol&^K £ fctt^tl ^©MtfMfc-r e>*J>£3fl 

m. mz.it. (m. ^> nw&. -xm^^M. mm. u 

mru. nmrm. ±m&m. mm. /mk, &mm. mmm. wmm. &f&. m 

mm. MI) > *«U TS#, W> #IH> MU fflm ¥#«L 

105, #«, iffw> ftp. ant* (w. *m. /M») > itm. &m 

. ml mu utik, 5fc«jfo#, Iu^jsl mm. mm. sbm. 

[0 0 14] 

it. mz.it. mn%r^- i T*mt>znz>T $ jmrnrntm^ o%&>±. ^^l< 

1 0 ffiH4f 2000-3078665 
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oTV^t=feJ:^„ 

[0 0 15] 

©1 %fciz2m&i± m& v<&. i~3oim <fc«j^i<tti~iot 
mm. z *> iz & it L<i*mm (i*fctt2<s) ) ©r^^^^bfcr^y^ 

tiu l~3 0fgl, i^iL<tti~ioigE $e>tc0£b<«:8tra ( 

ti57^ swm&w<z> i *fcii2MJ^_t (0* o<i*> i~3oim 

£b<fci:l~l OME $^{c*f^L<t«M (1 £fctt:2<@) ) CDT^ 7 Wi 
[0 0 16] 

fl?#/i/>j?3f$//i/3S (-cooh) h(-coo") 

, C*$8#T^ K (-CONH 2 ) ^imf* (-COOR) -e&oTfcJ: 

1 1 ffiliHf 2000-3078665 
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ntx^f^/lcfeW^Riit'ni, Wx-li> *3^;k x^;k n-^nn°;i/ 
„ >f yynbf;i/&b<ten-:/^;b&£<DC 1 _ 6 y;b3f;i/g. Mx.fc£. s/^n^ 
5/#n^$//i/fc£<z>c 3 _ 8 $/*ny/i/3f/i/ak Mill ^o:— ;k a 

y;i/=¥;i/Sfc£©c 7 _ 14 y^;i^;i/«©ra*\ iPMx^^t brfflMSti* 

j»©ys>>as#««2S (MAH yir^;i/*fc£?©c 2 _ 6 y;i/;*j 

wmz ti£.& v r=. *f)\s z ^ tf □ # ^ b tc % 4HF-fttf>y ^ y 
m(Dmm±commm -oh. -cooh, 75;i, >r^*v-;i/* 

, >r>F-;i/S, ^-^viftH) (Mill y 

■fe5 1 ;^5&H®c 2 _ 6 y;i/7?7y-r;^^if©c 1 _ 6 y^;i/S^if) t?4MS*it^ 

L/Tli, iS^J## : lt'it)Sfl575; 

ti-60 

[0 0 17] 

1 2 2000-3078665 
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(Hydrophilic) gjS&) T&S £##T Snfe*^ft*tf^^ KT***. 
#2M£ (Hydrophobic) gp^Sr-^fC^tf^^ K%H«IIC/BH* £ £ # 

*U<tt5 OflJBt-t, <fc yjf* L<ttl 0 OttBUKBTS y®?iH^JS:W-rS^y 
Kii|f|7 0%g±, £ L<ti&8 0%J£A_t, $^>{C^*b<tt^j9 0% 

[0018] 

2oim j:*;^^L<iii~i oim 3e>c#*L<tt«« d 
2{@) ) (z>t^ ymtftfflnu jfcfcttu -e©r^ /msB^i*© i ^fcii2MJSt± 

^iOS^^^f FttC^^jiS*;b3}f=¥^>^« (-COOH) £ 

&i*j})vtf**/u- h c-coo") ttfiaL^*|g^©Me^(Z)ri: 

<> C5fcS8#T^K (-CONH 2 ) (-COOR) T'ifcotfc 

1 3 m®# 2000-3078665 
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m±<Dn&m&m% te&mmv&mtz tit t» & & ^ b £ ^ 

*^^©^/<^Fttc^ag^7is*^3K^2/;i/S (-co oh) £ 

fcli*;i/^^ri/i/- K-COO") "e$>Z>i)K mmLfc*&m<z>gi&n<DZ£.< 
, C^Sg^T^ K (-CONH 2 ) ££tt:n7^;i/ (-COOR) T^ottJ: 

m. v>m. MitTkmm. mm) h<d&. tb&wtmwm mz.\z. mm. *m 
% -fu^ym. 77^t, ^ru4>m. nswrn. mxm. ?^>m. vy^ 
m> wm. ^Mmm. **y*jv&ym. ^y-^y^A^ym) £<Dm.&£&m 

[0019] 

-^t>-& -5 3 £ ic j: *; mmmm-r z> r £ £ s . 

[0 0 2 0] 

HI, 4 -**-/w<>Xfc: KU^/r^>«MB, PAMtBflg, 4 -h: Kn*S/*^/l/* 
f;i/7i^7thrn^f;«> d<'J79'j;i/7^b« 4- (2',4'~ 

1 4 ffitllf 2000-3078665 
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, EmiL*z>m.&n<Dmmm*)iz, ^^^(D^mm^mizm^ mm±x*m 
±ib u fir ^ / nam* tc w l t a, is t ^ s #«^tt-ft 

iiiltlt dcc, N,N'-^-f y^ntr;i/^;i/^^-f * h\ n-:h^-;i<-n'-(3-^* 

iz^mntnafflmmffl m*.&. HOBt, HooBt)i:^%;{cf»T5 ymsria^fli 

[0 0 2 1] 

X^^^ri/hm tfU^>, 5^;t3f^>, 5=- h^t: Kn 7 ^ > & if ©x-^Mg 

mm. ffiOrtf^-t'fr&m&iz imnmcomm t> z\t&< m&Km zrnvM* 

1 5 ffiffl£# 2000-3078665 
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i * 

[0 0 2 2] 

mnars. smoummn vx&. «ah z, boc, ^-^y-^>f> 
ci-z, Br-z, t#*? MJ7^/tnrt 

#;vtf3f^;i/»tiu r^^M^fM (M*.tf> *?-;k x^;k 

Fib, h U^;i/b: F^i/\?ftteE\z£^X&m-tZ>ZL}itfXg2>o 

^ut/><Dy^j-^B^mm<D^mmtvxit. wx.& bzu ci 2 -bzi, 2 

--h0/<>^ Br-Z, U-^/l/fcif#«V*&ft<&. 

fc*^y>tf>-f ^ *V-/i/<zMR*a££ LTHu M;U£> Tos % 4-*F3^>-2,3 
,6-h'J^fM>f>^^^K DNP, ^V^t^^^f^, Bum. Boc, Tr 

[0 0 2 3] 

1 6 ffilE# 2000-3078665 
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7^h\ fe&^XrJi iTJVu-jv (Mill 'O^nn^cn/-^ 2 , 
4,5-hy^DD7x;-M 2,4-i;-hD7x;-;K ^7;^w^-;i/ 

, ^7-hD7i;-^ HONB, N-tFn^^7x^i/> K, 

-f^K, hobo fciftftf^ns, mmcdt^ y«©^-ffc$ti 

7i; -*> ^*7-v-;k s>**/i/*/i, 

o 

[0 0 2 4] 

1 7 ffilE# 2000-3078665 
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[0 0 2 5] 

©^l^&^&^tt^B&Hfc LTii.' Will J^T<&®~(IHCfafR£*i£:£&# 

(DM. Bodanszky £<fc0 M.A. Ondetti, ^\zf^ F S^-feS/* (Peptide Synthes 
is), Interscience Publishers, New York (1966^) 

©SchroederfcJctKLuebke, if 'Srf? F(The Peptide), Academic Press, New Y 
ork (1965^) 

®&mm5£i&. ^rF&j&nmmumzk* nwm (1975^) 

&£T$mmm*. znt^mmmm u sascaHt^iv, 205, (1977 

®&&&wmB. mmm&vmm mum F&m mmmm 

1 8 ffi$E# 2000-3078665 
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[0 0 2 6] 

MDNA, y;ADNA7-f/7';-, ftrlB L feifiHJBS • c D N A, 

m^Lt^mm ' IIS^cDNAy^f^'J-, N A<D ^-tfrT'lb <fc V* 

^ h\ 77-^ Kfc^if*iT&oT=k tfflHLfe^fiS- mm**; 
tota lRNAtfcftmRNA B# £ tH^f 1/ % <D £ V ^ T tf&Rever se Transcr ip 
tase Polymerase Chain Reaction (JKT> RT-PCR^tHISitS) tCfcoT 

£ D N A T & tl tffa tl <D =b © "X? J: V n „ 

®J#J 9 0 %j£iLh. $f £ b < itm 9 5 %J^_h. <fc y L < l£$r 9 8 %JS*_t© 
*B l^tt £ m -t Z> MMffiM £ ir 2> D N A & if v * £ ti S = 
[0 0 2 7] 

li, ^l/^pa^- • ^n-->i?* (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) {Cia«©#&£ iftC^o Tff £ Z> 

;W^h'J>^i>h^ffi:H tb'J 9 1 9~4 0m 

M„ ttl<a*&19~2 0mMT', iSI^5 0~7 01C, L < 6 0 

1 9 ffiH4f 2000-3078665 



#3p 11-241531 
IB #1 5: ^ "T £ D N A ifi & \f P> ft 2> . 

*£M*ff©— bras ua-*- F (a-y=rx*i/*-^K) * 

S7>ft>^- (^Urf) S^l/tf-^F (Kit) Sr. * D - yjt htc%Z> 

e>&„ mm.) it, GSfiKA«aiseKie 

«^MMBKH»RNA©^$tifeiB^J(Cffl«^ (*-y=f) * * U*-* F 
, &tFG«B«#«aSfifltW*RNA£#£»K:A>f ^U^-f XtSli:^ 

mm mm-tzi tit. at^&^fcji^i/^K, &gge#rxt«g&<z># 
5' utr-F, 5' mmmmm, jku^^kib 

»nKX Sein-hm ORFfHf?BI*&aK>, 3' jg^»flR1g«, 

2 0 ffi|E#2 0 0 0 - 3 0 7 8 6 6 5 



#5£ 11-24153 

[0 0 2 8] 

ammz. M^tM^'J^xtsrii^ts cry:*) s*i/*-^Kt 
odk^«. r 7 >ft>^j t^stv^^t^T'fs. 7>ft>^- c*-y 

, &*vMt#s* i/^K#*&^^-r<5^©fifi©3jfy mifc<z>sa 

y^-^^tf^^Srff^-r^SHtt^^o^^ l/t^K^ttS) teiftfmtf 

£>*l£ 0 -£;ft,e>WU 2*IDNA, 1*«DNA, 2*iRNA, UIRNA 
, $P,}CDNA:RNAA>f^V^KT^SIt^§, $ lC#^ifir3K V * ? 

, *^*hiji7f^ tflfcJfc/l/T^-K #;W^-bfciO £jfo%£K 
^- x -hfc£) ^otiffl, M*.l«afC (3*1/7—1?, S*l/7— £->f 

2 1 ffiliE#2 0 0 0 - 3 0 7 8 6 6 5 



# 5p 11—241531 

[0 0 2 9] 

^^©T^-fc^^tt, RNA, DNA, &&V>fcj:^flir£*ifc^T-& 

©&©##tfe>*i5#s, s tnizmfeztiz> : b<Dxit&\,\ *mw<DT>?--t>x 

£ & e> T > ^ -fe > X © £ J: »; /Jn $ & % © iC -r £ c 

LT^Ki?(i^^^T^#<^I^>tlTfey, #f;Ltf J- Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
ke et al. ed., Antisense Research and Applications, CRC Press, 1993 & 

x^o& 0 z.5isXttMmmxm^*>frz> : &(D£Lxi*. y>^s#te©m#& 

*-K &m\ifbn& B re>Lfe%©{i, l£g&tf>3' 3g&*mi 

2 2 ffiM#2 0 0 0-3 0 7 8 6 6 5 



11 — 2415 



[0 0 3 0] 

©cDNA. ttfiHLfcM • MM&5&<D cDNAv-f -£j£DNA©^ 

JBS - IfflKJ: UmRNAM#£i)fS?l,£%©£ffiV^tt^Reverse Transcriptase 
Polymerase Chain Reaction (J^T, RT-P C R&tmffi-tZ) fC J: o Tit^T 

MftWCte, *ftm s<z??- K*3- KtSDN At bttt, SB 

BB^J&^-TSDNA, ^fcli(DK^J##: 2 * ttBJ#l## : 3T^t)$WS 

S D N A & if & m ^ ti S o 

mum 9 o ^b<a$si9 5 %u±. £ y l < 9 8 %j£Lt©*a 

2 3 {f}gE4# 2000-3078665 



#^ 11 — 241531 

m& & m °* s i&mmm * ? z> d n a & z #m v * e> tis . 

[0 0 3 1] 

:/y # >f i?- ^ a ^k^ot^j-t 53 /\>r ^u^>r^-^a>© 

#9*.tf, *ei/*;x9- • ^D-^>^* (Molecular Cloning) 2nd (J. 
Sambrook et al., Cold Spring Harbor Lab. Press, 1989) fCffB^CD;£^& 2fiC 

[0 0 3 2] 

DNA©£3£B!#J©S&ltt* W*9K Mutant™-G («c 

) ) , Mutant™-* (^MM (tfc) ) fc^fcffi^T, Cupped du P lex&^Kunkel& 

o 

Mic j: y «r««7*^ L y , u > * - b fc y bTttM-t* r i: #t « 

iDNAttf©5' *«WJCSIf?l§i&3 K>tl/T©ATGS*U ££3 
' ^WtCttSfRjj^Jhn K>t IT0TAA, TGAifcttTAG^lt^t 

# - £ M v> TttMir £ z £ % *?? £ § . 

«DNA^6>B»it5DNAifr&«ytliU (□) iDNA^SlS^ 

^ ^ # _ <p0 zf n =e - * - ormzmffi-r & » ^ ic «t y gfsg-t & z t &r*% & 

o 

[0 0 3 3] 

^^^-httlt ^ifS*0^7^$ K (M, pBR322, pBR32 

2 4 ffiffi#2000-3078665 



4t¥ 11 — 24153 

5, pUC12, pUCl 3) , ^m^CDzf'y^^ K (#U pUB 1 1 0, 
PTP5, pC194), K (#9. PSH19, pSH15) 

, A^n?-f ;i/Xfc£f<JDiM^-f ;i/x&H<z>tffi. pAi-n, pXTi, p 

Rc/CMV, pRc/RSV, p cDNA I/N e ofc£*#MV\£>;fl£ 0 
^LT^-S^rti^ SRtt^D=E-*-, S V4 O^D^E-*-. HIV- 

tLK Si^xi/x'Jtrlftfe^tt, trp^nt-^-, lacy 
O^E- # — , recA^Dt-if- XP^nE-^-, lppyn^-^- 
3&2f^ «^^^Ma^*)S»^tt. SPO 1 ^H^E-*-. SP02^ 
□ ^E-#-, penP^D^-^-^ lt£##«-e*S*^tt. PH05^ 
PGK^nE-^-, GAP^DE-^- ADH^DE-^-& 
£##t:Uv\, a^tfB&MT&Sti^kiu jKU ^\ KU >^DE-3f- PI 

0 Zf U ^E- # ~& if L V^. 

[0 0 34] 

sfj-jw jKyA#fln s/^/i/, sv4ottS8*us?> mr, s 

V4 0 o r i fcif fe** IT %(Z> £JS Vn£ 3 H 

%Z> 0 M;ttf, ^tKn^385tt^ (J^T> dhf r 

«^ ^vM/*t-h (mtx) ©14] . r>tr-> 

fe^- (J£*T> Ne ofcWSf^S, G4 1 8ffi) ^##tfe>*l&o # 

cho (dhf r") ms&zm^ra h f rl^I^-^-tbtt 

2 5 ffiSE#2 0 0 0-3 0 7 8 6 6 5 



11-241531 



mizttto-?& 0 m£tfms*v\zTmmT*&z>m&tt. phoA - i/ir-t-jvmm, o 
m P A • */>f±n,mmtezi)\ m£tf/i^j\sxmmT*&zm&u. a-r^^-if 

, MFa ■ */y±n,mm. sue 2 • */?±jummt£Z* m^mmmmx^^> 

[0 03 5] 

^is^Vtrmmv&faMZLTi*, xi/iijtroij (Escherichia coli 
) K 1 2 • D H 1 izfUi/-Vy>fX- if • ^h^VI, • 7*5^- • * 

^ • if>f X • ^ • -if - rt-oixai- (Proc. Natl. Acad. Sci. US 

A), 6 0i, 160(1968)], JM103 {Ji*? 4 \/y 9 • Ti/yX • V 
if— (Nucleic Acids Research) , 9^, 309(1981)3, JA221 
C^-V-^-;i/ • • tb^a^- -/t^^-n^- (Journal of Molecular Bio 
logy) ) , 12 0^, 5 1 7(1 9 7 8)) , HB101 C^>-^1/ • • 
U*c=l^- • ;Wtn^-, 4 1i, 4 5 9 (1 9 6 9)3, C 6 0 0 CS^oi^^ 
(Genetics) , 3 9#, 4 4 0(1 9 5 4)] ft^fllV^ft*. 
rt^JbxmmtLTit, Mz.it, A^JVX • V^JVX (Bacillus subtilis) 
MI114 l*J-y, 24#, 2 5 5(1 9 8 3)), 2 0 7-2 1 IW—j-fr 
' ' ^-tr^X hV— (Journal of Biochemistry) , 9 5i, 8 7(19 
8 4)) &iftfm\,^ftZ B 

BMilLXit. mZ.it, if y#nv>f ir* -tU^i/H (Saccharomyces cere 
visiae) AH22, AH2 2R", NA87-11A, DKD-5D, 20B- 
1 2 % V^J^vflU V>f ir;* ;K>^s (Schizosaccharonyces pombe) NCYC 
1913, NCYC2 0 3 6, tf=¥T S^XhVX (Pichia pastoris) t£ifj& 

2 6 ffiSE#2 0 0 0 -3 0 7 8 6 6 5 



#5p 11-24153 

[0 0 3 6] 

ISMtbTlt Wx.iZ> >?>f;i/X^AcNPV©f^ 
Sfc^Mt^HflS (Spodoptera frugiperda cell ; S f MM) , Trichoplusia ni<Z>tp 
Ifi^CDMG lUHflg, Trichoplusia nitf)#flfi5fctf>High Five™gjflg % Mamestra b 
rassicaeffi3fc<Ai8fl^3:£&Estigniena acreafi5fc(Z)$|fffl&& ifjWBV* e>*t<5„ tf^ 
W^BmNPVOi^lt (Bombyx mori N; BmNfi) & 

£*#J§V^*lSo ffflflgilbttt, M^.l*> S f 9mm, (ATCC CRL1711) , 
S f 2 lfflm (&>±. Vaughn, J.L.e>, -f > * ^f-f 2}f (In Vivo) ,13, 213-217, 
(1977)) Jfe£jWSV*&*l*. 

(Nature) , 3 1 5t, 592(1985)) „ 

mmmmH ltd mtf, f;i/«COS-7, Vero, ^-v>f--X/N^ 
^^-MjB^CHO (J^T, CHOMflS^^IB) , dhfrifiHift^-- 
X/\A*#-#fflligCHO (J£*T* CHO (dhfr") ffiMt B&SB) , V^^L 
ifflife, V^XAtT-20, V^7^^oiD--rlHS§, 7«yhGH3, tl^FLl 

[0 0 3 7] 

x.i/2cv\zTmmzj&Mfcm-?z>iziz, m*-&. -xu*s-p>?x - • -if 

- ^-i/a^-;i/ • 7#7^- • ^x>i/>fX • yfX • if • rL-x^x- ( 

Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0(1 9 7 2)-?>^-> (Gen 
e) , 17#, 1 0 7(1 9 8 2)&£*KlsB«©#&fCtEoTe&e>3£#T*£S 

• ^3L*^>f (Molecular & General Genetics) , 1 6 8#, 1 1 

1(19 7 9)&ZlzUm<DJjmz'&^Tfi*?Z.£tfT*%Z> B 

mmzmn&m-t&izi*. *wx- >f> • x^if-^n^- (Meth 

ods in Enzymology) , 19 4i, 182-187 (1991), "Xu l/ — Vy 
7X- *zf- if - i-i/ni-JV • 7*5*$- - ytzT- if>fx;y WX- • if • 
H-X^X- (Proc. Natl. Acad. Sci. USA) , 7 5i, 1929(1978 

2 7 ffi|E# 2000-3078665 



#^ 1 1 — 241531 
o/Technology) ,6, 47-55(1988)) & if tC8B«<0*iSJC«5!o Tfffc 3 31 #T?£ 

So 

Dha-;i/. 263-267 (1995) OMtfttfr) « ^VDD^- (Viro 
logy), 5 2t, 4 5 6 (1 9 7 3){Cf3«©#&tC^oTfT&e> r£#T*££ 0 

, MAtf, f^^h'JX ^r*ttlR». S/a*3fcif. sawti/t 

LT=k<fcV^ igifctf>p H&$j5~8#M£ 
[0 0 3 8] 

'J 1 711$: LT«, ^if* 

;imM9^i (5^- (Miller) , W-i~Jh • - x^^/^y ;* >y 
• -Y > • 1/^^.9— * Vx.%>^r4 V 9 To (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1—4 3 3, Cold Spring Harbor Laboratory, New York 

1972) *w£bv^ zzLiz&mz&v7n^-#-*nm&<mi>i*:z>fc#> 

. ii^X^i'J t7ll©i^ ^#ttlfl!ll 5 — 4 3TCT**?I3~2 4 B£ 

2 8 ffifiE# 2000-3078665 



11-24153 

— Jl/tf— (Burkholder) */J\igifc (Bostian, E. L. »b, tzfUis—PyVX- 

• if • ±t/3-TJV • T;*-?^- • • if>f x> W X • • if • n.-x 
*X- (Proc. Natl. Acad. Sci. US A) , 7 7#, 4505(1980)] 
0. 5%#if S ;imtSSD««i [Bitter, G. A. r^n>>-^>^ 
X • iff • if • • TitJT 1 ^- - - if>f x>*/>f :£ • rT:/ • if • =l 

— x;*X — (Proc. Natl. Acad. Sci. USA), 81 #, 5330 (1984 

rnz oic~3 5ict*^j2 4 — 7 zmmn^K &mK.J&CTM& J t>mft&fiBXZ> 

[0 0 3 9] 

ace's Insect Medium (Grace, T.C.C. ,*>f (Nature) ,195,788(1962)) 

— 2 0%(D^I&4 1 Jfil?f &^t?MEMigife (if^fx:/;* (Seience) , 1 2 2t, 
501(1952)], DMEM^i t^W DD^- (Virology) , 8^, 39 6 
(1 9 5 9)] , RPMI 1 64 0 [S?^ — • • if • 7 * V 3iy • 
^iy^'f ^tj )]/ ' yW^.— isny (The Jounal of the American Medical Associa 
tion) 19 9i, 5 1 9 (1 9 6 7)], 1 9 9 igi& C^n S/- ^ • • if 

— yif>f X^W • 7*— • if • /W ^-D^5?j;i/ • X> (Proceeding of th 
e Society for the Biological Medicine) , 7 3^, 1 (1 9 5 0)] feiftfjg 
V^*l£„ pHte^6~8T*&3©;W;i:lA^ ig^ttSi^ 3 0 TC~4 0 TCt 

*&i 5 — 6 0B#raff&v\ i&mizm vxm^mwziaz.z. 

[0 0 4 0] 

2 9 2000-3078665 



#3* 11 — 241531 

wwL<D#izmm^mmyT=-i?>tetf<Dm&mm&ffl^. hv h>x- i o o™ 
it. sfc&&(D&m-mMmt:mmzm&&t>i*Tm*t>z£tfT*&z B me, 

[0 0 4 1 ] 

i*&ft&ft<Djjm&z>\,^t*tiizm£z>jjmzjz stia* 

3 0 ffiIE# 2000-3078665 



11-2415 



[0 0 4 2] 

^£H&iB^£) tcM-rsM^ii. ^nm<Dm^n^tn.mt.hxm^ &&&& 

[0 0 4 3] 

bT%^VN 0 ig-^ttit?^ — 6I»C1 m-To, #f"2~l OUng^f&fctl.S,, 
y<D%m l%4=f-V- (Nature), 2 5 6 4 9 51 (1 9 7 5*£) ) 

mM?2>z\ HtfT-g&o M&i&mmZLTlZ. Mx.lt, tfVu^uyyvzi-K 
(PEG) *?*e.y#4 )V*teEtfmfbftZ>f)\ b < itP E G#jg^e> 

3 1 ffifE# 2000-3078665 



#3* 1 1-241531 

fHMi:lt«, ns-i, P3U1, SP2/o«;^we. 

m.t.'wmmMmm.iKDfttL^stmzi : 1-20 : lgit^y, peg 

£ L < tt, PEG1000-PEG6000) #10-80 %^M©ti^T^in 
£*U i®2 0 — 4 OTC, L< W:$J3 0 — 3 7rt^l~l OftEM >^-=lK 

- h-r*ri:tcj:y»a|iSJ:<||fJ|SM^€ : ||^^« 0 
[0044] 

JB#v5r*©«te, ttT^^ftiTD^'J >Jfi#:#M^£>*i5) ^fett^n^-Y 

M^-tf, 1 — 2 0%. h<itl 0-2 O%04^Mlf$:ttfRPM 
1164 OJgifc. 1-1 0%©4=JteJBjfil»&^tfGITi&ifi (fD)t«iXl ( 

m ) tfe«/\>r^y K-v^«M^j&m^ (sfm-i 0 1, ua^mm m 

) ) fc££ffiV^r£#T*£3. ig#M^ti. If 2 0-4 0-^ &HV<lZffi 

& o as 5 %mmWxTT*ft& e> 3 t^-ets; ;w y ^ - _t 

©Ja^ffitt, ±SB©JjiJdii^^©^#flif©$!i3t £ l^#ic iti^t*t§ 0 



2000-3078665 



#5£ 11 — 2415 



[0 0 4 5] 

(b) zui— jvffifacDmm 
m%&mm. deae) iz^^m.mm, mm^m. v 

[0 0 4 6] 

*mm<Dtfv zu-i-jimmz. tn^^^^^it^etuzm^^^mzv 
mmzm^Lmmizft&zm^K &&&m&& smi* 

^ v r-izmm^^x^mLt^/\^yizMvrmi^i)mm^<r'^tiit. ecd 

Zfr> lizMh, m 0.1—2 0, #£L<kJ:#Jl~ 5©flf-^T^^ , ;i/$i±e^ 

ffi&m&mz, uskmmzMvx. ffiftm&&^m*mmz*ti&#i$>2>w* 
^mmtn^izn^n^o nmzffivTffifam&mz-mtozt-to. %± 

7D>f>h7i/aA> h^^7D>f>b7i;a;t> h L T <fc & 

3 3 ffilE# 2000-3078665 



11-241531 

[0 0 4 7] 
[0 0 4 8] 

(i) Xftmnm&mztt-t&vtfy k (nr-xh) 

3 4 ffilE# 2000-3078665 



# ¥ 1 1-24 1 5 5^ 

?tzt>%. *mm&. *%^©iest) i < ©^^^ 
f- k% v < &*<Di&£. #mi£&&£ r n *mm£?2>*mwa>m 
esters y K©sts*as«:si«t-«. 

#:f-fcfV-fF> nXyi/7sY^-y. ?)\s*$>. tDh-X j*^h~>, 

AC A P. 1Z*l/^>, A^>h-X 7Fl/;^^a'JX W 

b^^fX GHRH, CRF, ACTH, GRP, PTH, VIP (AVT* 

K-A^>, ^Ef'JX T^U>, zf^V^—y. CGRP (Jjfri/h 
-y*?-yV v K^^K) , n-fzihya:>, l/y*#^>, 

-^^^J^fX (chemokine) (MX-tf. IL-8, GROa, GROjJ, GRO 
T, NAP-2, ENA-78, PF4, IP10, GCP-2, MCP-1, 
HC14, MCP-3, 1-309, MlPla, MIP-l/S, RANTES 

TRH, l/7f-f ? *JKU K3:fcl±#^ If ?>tl> * 

fc^tf>tf!lic, #f;Lk£, n h*fettni?Li&#J v?*, 7^K * 

zzmfehteftbftwv. &mmzm-(DVrty K^srt^tts. 

[0 0 4 9] 

mz%n*Lxmmmmm& m^it. r^^^ymmm. mmnvy&m* 
mmftc a 2+ mm. ifificAMPm iWcGMPm -fye/h-;i/y 
>^n£, mmmn^m. mm^m&^vym^ c-f os^tft, ph 

3 5 ajH#2 0 0 0 - 3 0 7 8 6 6 5 



11 — 241531 

a 

[0 0 5 0] 

mztttz y k©&£#&, 

©*»Lfc«IJMfc^flf&. #589! ©MS SI Kt4DNAmt«»WE 
[0 0 5 1] 

«HflSl^Ca 2+ 3tlt> IfflWcAMPM, a^cGMPSI, ^fyS/S-^ij 

>mm^. Mmmm&^m> hmssi© y c - f o s ®mmt. p 

3 6 ffilE4f 2 0 0 0-3 0 7 8 6 6 5 



11-24153 

mm*£. m&mm&mM* wwsfii©v>i^ c-foscsttft, ph 

[0 0 5 2] 

zi— KfSDNA ^«ILlW^S*»lt*^ts - £ ic «fc y o r i: # 
#£Lvn 0 Bttfc**gfiK«#&3-K-rsDNA«rtfK:B:, ®^r. ffiiDN 

tf^-a-fSDNAfc^T^J^., *^©SSI5:3- Kt5DNABr^5:ii 
iMC^Ab, ^*1*>£^J:<3§^£ gDNAH^5:SA 
^±tt-5^in'?>f fl/XK.M'?&&&M{b1% i >4 (nuclear polyhedr 
osis virus ; NPV) ©jtfU ^ KU ^n^E- # S V4 0 ft*©^D^-^ 

zft&ft&mv-ftmT+ftszE&T'g&o mz-iz. jcm [Nambi, p. e>, if • ^ 

•V-t^-t^'/UtO^^-^r^Xh'J- (J. Biol. Chem.) ,267#,195 
55-19559JC , 1992^9-K:|B«©*asK:fl!-o Tff O 3 £ # 5 . 
[0 0 5 3] 

3 7 mH# 2000-3078665 



11—241531 

&^e>#, lt«, mm, m&mm. M®mm& 

R^<***l4M^©rt«:V>^. LTtt, Potter-Elvehj 

(Kinematica*±$g) iz£Z>ffi^ M^IZ J: 7 l/y^ lxXfcif TfiDffi 

Sttf^fc LTJSV*£>*l*„ MiH IIMtiME&4&3£ (5 0 0 r p m~3 0 0 0 
r pm) 0#) 38AU ±»&S6K:*a (15 0 

00rpm~3 0 0 0 0 rpm) T*M1$ 3 0 #~ 2 &N&fr U #e>*lSifcM£ 

[0 0 5 4] 

K«ejc«:***r*ii* j f»*©Btwdif»cD«ejc<z)jia:, 1 1 o 3 

© z m t*^ s j: e> tc & & . 

3 8 2000-3078665 



4f 5J2. 11-24153 

«UfctWMfc«fcbTtt, C 3 HD , C 125 I] , C 14 C] , [ 35 S] 

^;i/^f^>. tnh-X ^h-X -a-D^fFY, *tf*>fF\ 

;1V^I/7^X yt*ri/hi/y. PACAP, -fe^l^>, # 
7KU;^i/a>JX WhX^fX GHRH, CRF, ACT 

h. grp. pth. vip (Ayr^f-f -7 >f t> f y 
>f^vyK tfy^^F). yvh^^ffx f-;\°^>. ^ y 7 s. v y 
> cgrp i^-f>f f F) , n 

^rJi/y. rFl^t'JX ai3J:tf /8 — iT^A-f > (chemokine) I 
L-8. GRO«, GRO/3. G R O 7 > NAP-2, ENA-78, PF4. 
IP10, GCP-2, MCP- 1, HC 1 4, MCP-3, 1-3 0 9. MI 
P 1 a. MIP-1 j8. RANTESfc^) . X>Kizy>. I>fD^b'J 

nx$^y. —=L-UT-yyy. trh, uyf-f y *3j<y *<zf24 

[0 0 5 5] 

end*. tf*isi0gaii:^tts«iijiStfettiiJiffliH^5:, s^#i£ic 

pH4~10 (ltl<ttpH6~8) ®'J>^>y77- F'^"^ 

t;1 > V 77-4i:'(0 y F i:*ii©gaSt wt >y77- 
•e*tl«Vx-f*l^%J:V^ £fc> ##||l$M^£<£M£i*3ei$T% CHAPS 
, Tween-80™ (^£-7F7Xt) . ^F-X ^^alx-hft 

»5:aiise»tPMSF, n>r^^>. e-6 4 (i-f* vmzmm) . * 

zfx**y&£<D7aT7-^mWMZmiM-*2>z-£*>~e%z>° 0. 0 1 ml- 

1 OmlOD^lz-fe^^-^tC. — (5 0 0 0 c pm~5 OOOOOcpm 

3 9 ffi§E# 2 0 0 0 - 3 0 7 8 6 6 5 



11 — 241531 

) <D C 3 H] . C 125 I) , C 14 C] , C 35 s] 3te^Tf*fllHLfctt«fl:#*fc*# 
e>3 7t:T% IS2 0^P ) 2 4I|^ IJKttl&3 0^f,3l|«l & 

>*-T*tfm-?z> 0 ±*gi*A (b) frb&Ggkmm&k (nsb) &3rv^#? 

>h (B-NSB) c pm$:^^SK^b^^^:^m9C0Sa«*fcli^<D 
[0 0 5 6] 

ts„ v#y F&fezfi*z>iz&fc^xi$M&^TmMtemm&&wzfflMizm 

^»^^C*f•rsPfl$M^^^IDbTTy•fe^$:^f^oT : b<^:v^ 0 cAM 
P^£*»fc if^fSttlco v%T it. 7*;]sxnvy%t £xmm<Dmmmm^M^ 

[0 0 5 7] 

*ftm<Dm&&&fctt*<Dmzni!t-t2>vijy F&mm*ry hit. msmom 

4 0 a}SE4#2 0 0 0 - 3 0 7 8 6 6 5 



#5p 11-2415 



i. v#>\?&&m&m 

Hanks' Balanced Salt Solution IC. 0.0 5 %<D V istfuWrfr 

?L#0.4 5 /im<z>7>r ;i/#--£2ti®$£®u 4X:T*fil#tl.A\ ibzwtm 

5**C*tfSU 3 710, 5%C0 2 , 9 5%airt-2g^tbfc : b©. 

r&at© c 3 h] , c 125 i] , c 14 c] , c 35 s] kKTsmmLitib&m* 

k, dmso, ; -umz^m-rz* 
mmt&yatmc&z)* ioo~ioo omm^mmizmm-tz* 

[0 0 5 8] 

2. 

gMt^lmlt2»im 4 9 0 m l©«J^Mjg«M&#5t K-UaX-Z 

a 

®mM&MM£&bt: 5 /i l#n*> MKT 1 HSriaKJSS**. *#M»^t?: 

|*M^?:0.2N N a OH- 1 %SD ST??§jS$U 4ml0lftS/>fl/ 

4 1 ffi5E4# 2000-3078665 



11-241531 

[0 0 5 9] 

a. m* Tift, wm*ZKi®mmz&&?2>®>ntei£ifim\ l f e>*u jmswch: 

>, irnh^>, ^7h-x -i-o^f FY, t^-f K, ^V>, Ay 

PACAP, ^;i/^jdr>, 
7KU;^^a'JX WhX^fX GHRH, CRF, ACTH, GR 
P, PTH, VIP (;tV7^f>f^ -O-x^-x-f T>F !)Wf9 

F stfy^y^K), wb^^fx f-a*>, =e^u>. r^u>, ^ 

S?*— CGRP h->s;->y l/-f -f y K) , D-fnF 

7Kl/tUX a £<fctf 0 -^^#>f > (chemokine) (flfjUi, IL-8 
„ GROa, GRO0. GROr, NAP-2, ENA-78, PF4, IP1 
0, GCP-2, MCP- 1, HC 1 4. MCP-3, 1-309, MlPla 
, MIP-1 j8, RANTESftif) , ^>F-feU>, l>fD^h»J>, 
X# 5 la-Of>J/X TRH, l/T^W y^JKU^#-f F, # 

^ - y if *i§ c 

[0 0 6 0] 

(2) *&m(Dm&nx7£m.<D^m - mmm 

±ia(i) (Djsmz&^x, *&m<Dm&mztt?zvj!s>Fftm*>frizteft 

»U;ff> K#fcrt *f£MK:j£&T, (D##gt8tf>g£«2: fcH:<DS«B*& =3 

f£##®*re£&v* (sges®^is) m##v^*§-£ic. 

4 2 ffi$E# 2000-3078665 



11-24153 



) -TA/avu&if), ^^>^©m «t9swii. mmmih, mmm 
mm$k. ^^*^^> ^i^jniB> Ai«««t>*, , jff/Bi/ 

-TJUZZ^X&^hXgZo 

<?>*i#. mmm, mmn. ^*;k i&jRau ^m^^tn^iz-m. 
iz^&bftf=.wnmMizm&itftzm&mmMmxmm-tz z\niz&^ xm^-t 
srtms. zftbmmz&ttzm®m&mi*i%mt<titc.mm<Dmm&&m 

4 3 m5E#2 0 0 0 - 3 0 7 8 6 6 5 



1 1 — 241531 



[0 0 6 1] 

*^§5„ &£fjg©?ktt?fc£: ITU MAH £31;&3&?K, F?«g^-£©tfS© 
*fi^£-g-tf^5B?£ D-y;i/ifh-;K d-v>- N-;k fi-fb^-h 

— /I/) , 4¥4*>&mmt£&M («, ^'JyM-h8 0 (TM) , HCO-5 
[0 0 6 2] 

^fc, ±m&m • temmts.* u mm 

mm (MZ.it. 7>yk ^-y-^, fc^S?, 5t, if;i/^if) 

KM b T^1" 5 r £ #T* £ s . 

4 4 ffitE# 2000-3078665 



m¥ 11-2415 3^ 



(3D^g^B#^C^V^Tii, -HiCO^O.lmg-lOOmg, ^KttHl 
1. 0~50mg, <*: *J#£ L< &iftl. 0-2 0 2Nlnift{C&# 

t%m&s#, temmam-etemmmA (60kgi:it) ©jeajsb 

#tC^V>Ttt. -HICO^^JO. 0 1~3 0mggE ^KttHlO. 1~2 

omgiE £*)&&L<\tmo. i~i omgnmzmm&mz&v 

[0 0 6 3] 

(3) Stte^BrSU 

5*;K ^if3r, b:y$/\ -f*, iJ-;i/fc£f) izjs 

W5*^^©lfiltfcttf©^-/f KtSDNAifcttmRNA 

RNACDli, ^m^^^ltmmi&r^. tDNASfe(imRNA©J|ii0fe 

:£^i8c£DNA£ffiv^i:Sa<Z>^£^l0T«u Mx.it. %{*£i%a<DS -if >/n 
^f^U^>ft-i/a^PCR-SSCPS VfJS.vZ* (Genomics) , ^5 
^, 874~87 9I (1 9 8 9^) , t/-V^*fX • *zf • if • 
;i/ • T^J-r 1 ^ — * • if-Y^i>i/WX * ytzf ' 3. — X^X — (Proceedings of 
the Natinal Academy of Sciences of the United States of America) , ffc8 
6ig, 2 7 6 6-2 7 7 01 (1 9 8 9$) ) & ¥K & V Mtfe~? £> Z. t.tfi'V^ Z> 

o 

[0 0 6 4] 

(4) *nm<DmmnKtti-2>vjf>F<Dfe&m 

4 5 ffilE# 2000-3078665 



#5p 11-241531 



[0 0 6 5] 

mm&*m^t=.uiz7$-m&Tviz>(&zm^2>z£iz&^T. vary Ft* 

14 («liH 77^K>iiI, 7tf^n'J>H, »Ca 2+ ii, HUBS 

ffcfct.. #3818 ft*, (i) Violet, F*^«^-tie> 
©«tt, u^f>Kfc€:fttts*fe»-&fc (ii) *©*^^ 

e> £ ©istett ^ffc $ i± s \ti$m £ & & ©&© * * y - - > £ 

#|g^<2X* y-->**#&iC£^Ti£. (i) ti (ii) fC £#3, ftf 

4 6 ffiffE^ 2000-3078665 



11-24153 



[0 0 6 6] 

y 

^■oxmmm±izmmvt^m&m:mzmm^^m^^. *»Lfeu^>Ksj: 

[0 0 6 7] 

*rF>mmm. r^jmv^mm. Mm\%cai 2+ mM. aMcAMPm 

4 7 ffiSE# 2000-3078665 



11-241531 

* j 

m 

©*%i©Seitl:Stftt^ft^ (Mill #^©MSfC^c*N-£y 

f& if) zmzma d n a s^tt z>i&m.mmfo zmm-t & ^.tiz^^xm 

vymm. Mfl&ftc a 2+ mm. mcAMPm mcGMPm >r ; 
> v -frv >mmzL. mmmmm.^m. mm^m^mo u >g&ft> c - f o s © 

[0 0 6 8] 

(-tk*?v-=-y?) . *<Dmzmm%ntis®}&mmzK treses 

-gait U F£<Z>^lir£IS*t-£*^^£ai8^£f*Sfc ( 

^ * u > y<D&m&* < & u > u F£ gsbsc^iss? u-fe^** -gen 

4 8 ffi$E4# 2000-307866E 



#3* 11—2415 



[0 0 6 9] 

XtCM*t*S^##^^ , ^^';i'^. (nuclear polyhedrosis virus; NPV) ©/KU 

i:#T££„ ifciSK [Nambi, p. e>> If • 1^- ;Utni? 

jOJl • >T^X h U - (J. Biol. Chem.) , 267^, 19555~19559K, 1992^] IzmW, 

£ M T % <fc v> 0 
[0 0 7 0] 

4 9 ffi!£4# 2000-3078665 



11-241531 



Jg##<^£:ft£H#<Z)ri;^e> 0 mm^mm^mULXlt. Potter-Elvehj 

emm^^^^-xmm^nvm-t^^ y-vytr-fuyf-'Ptfv huy 

(Kinematica*±§g) <D£Z>W$t. j^g»CJ:S?afc#. 7 Uy?"7 Is ifXiOB. 

is&tfbmm&m^j x^^iffi^tsr niz£z>mw&Etfmtf e>n5 0 m 

^ii:l/tfflV^tl§. Will*. IM#I^fi3 (500rpm~3000 

r pm) xmmm mm. oao »4>u ±» (150 

0 0 r pm~3 0 0 0 0 r pm) tlf 3 0^~2^MU # £;ft£ tfci^S: 
~lO 8 WS50/!iW^l/<, 1 0 5 ~1 0 7 :fr^&5©7bWa^&&= & 

<D&m zwfexz z i e> tc & & o 

[0 0 7 1] 

y k^ji*^*»s- 

^•fc£##v*&ft*. MtU* C 3 HD , [ 125 I] . [ 14 C] , [ 35 S] 

5 0 2000-3078665 



#^ 11-2415 3^ 



J . 



A^7T-lCli, pH4~10 (3* L<ttp H6~8) ©y >gfc 

T% CHAPS, Tween-8 0™ Cffi3E-y h ^Xtt) , f**- 

E-64 (^^ KW2Sm$g) , ^x#^>&i?©:/n^7--fefl®S 
^ISr^in-rS^^^T^^o O.Olml-lOmlOll/t^^-MC, — 
^4 (5 0 00 c p m~ 5 OOOOOcpm) (DWMl'fcV K&8s#tlU 1^ 
HiCl 0" 4 M~1 0- 10 M<D&mt&®Z&&2l±2> o (NSB 

mteffiOVfrb 5 OTC, M£ L<ii^4"C^b3 71Ct% ^2 0^^)2 4^ 

MB Q ) ^e>##M^-^* (NSB) £5[V^#?>h (B Q - 
NSB) &10 0%£Lfcl$. #M^-a-4 (B-NSB) Mx.H 5 0% 

So 

[0 0 7 2] 

tt T5*K>«3fiB, rtf^3'J>«*, «BJISl^Ca^lt, 

cAMPm »cGMPm >r ^s/h-/by>M&, *niiBig*&£i& 

5 1 {t}E# 2000-3078665 



1 1—241531 



Attested £-r, ^m^Bn^^M-r^nm^^^^^^-v 

i*Ms^4H£bTtt, flUtf, ^^F, Fttffc^ft, & 

mti$m. im&mm. mmmmwi. mmmmm* mmmmmm^if-^m^^ 

[0 0 7 3] 

*mm<Dx? V-—>?M*y hcDMiibTtt, e>tt^ 0 

Hanks' Balanced Salt Solution (^nttK) IC, 0 . 0 5 %<DV i/ltmTfr 

5 2 fttfflE4# 2000-3078665 



#^ 11—24153 



^©gei^MSttCHOite?:, 1 MC5 X 1 0 5 M/ 

ft-Vmttl^ 3 7t, 5%C0 2 . 9 5%airT'2H|§libfei0 c 

mm© C 3 H3 , C 125 I] , C 14 C] , C 35 S) asife*»UfcU^>K tK 

[0 0 7 4] - 
2. Wfe& 

©1 2 5*vr^^#M^'L/- hK:T*itlyfe*»«©gca«»3SCHOMllftS: % M 
)feM««*lmlT?2ig^Lfc«, 4 9 0a 1 &*^lCj|IiL* 

o 

®i o~ 3 ~i o" 10 m©m^i^5# linitfeft, k& 5 # 

i**., MCTiisiarfijss-es. #&mf&i&&m*$B2>fc#>izi l t& t mt&y3 

©ftfrUICl 0" 3 M©U^>KS: 5 a liD^.T^3<„ 

U#>K£:0.2N NaOH-l%SDStiiU 4ml©li!i#J/>fl/- 

U Percent Maximum Binding (PMB) £7£©5£ GR 1 ] *£^#>£o 
[0 0 7 5] 

C3R1] 

PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 

5 3 ffilE# 2000-3078665 



11-241531 



N S B : Non-specific Binding 
B 0 

[0 0 7 6] 

T*!lfi*!l*fiH£ T^^r K>M8I, T-fe^^n U SHI&rtC a 

2+ iM, »WcAMP£l McGMPm >f/^h-^U>^M^, 

«5J^K«^«r, IliAIdS® U 2/«Mfc, c - f o s omi&ik. p H©teTfc 

©gemtc>rr&y:J-* f) > (n) mmmumm^mhtjt^-it^m i^t> 

jgr&so • T/ufr/uZiZ)* frfr^y&vi&B ttsnvft. ss^mjfe. 

mmmmmtit, ^s*r&*£. *a£«Hi«, Ai«i+«, $L*f-e>o^&£) , 

5 4 tfJSE# 2000-3078665 



11-2415 3 

Kz^rmmt'tiz'pmmB. *ji=ey&(DmB. Bt/m/m/ft&mmB m 

[0 0 7 7] 

*$%W(D7s>7 v-—yyi* v-—y?m*y h £mv^#e>4xs 

^Jg-r-5 3i:^T^-5>o Will ilBLfe*^©DNAmtSISii:B«l 
r©J:e»lCbT#e>tlSSg^tt^T?<£#'ftT*feS©^ Mill Hh^Bj&IL 

mm 79K vjv&n 

ICfcyHHttfcStf, SP^©i^ -jRWfclfcA (6 0kghLT) 
TWu -Hi:o§|$j0.1~10 0mg, 0*b<tt»l. 0~50mg, «fc *J 

a*f^I^T*»3lS^A (60kgiU) tC^VAttt, -Blco££fO. 01 
~3 0mggE ^tt<ii$SlO. l~2 0mgil, <fc V L < &i® 0 . 1 

[0 0 7 8] 

(6) *^^0gei> ^oflp^^Kifctt-enfe©*©** 

5 5 ffif£# 2000-3078665 



11 — 241531 



±m (ii) khswci*, -^©^*^©ifiS^©N^^git5t 

[0 0 7 9] 

^GD^JSV^T^J:^ W?®F(ab') 2 , Fab', W± Fab 

R^jUS^*©**?!**;^ SMSt*®fiill ^BH*) lc*fJSL 

C 125 I) , C 131 I] * C 3 H] , C 14 C] fe£jWiv*e>;riS. ±£KK 

5 6 ffil£4# 2000-3078665 



#3* 11-24153 



[0 0 8 0] 

mx~*j£^o m&£LTit. y#n-;*. T^^h^y. 

&?zB&&mm&&ffi{£t>w&v<m^btiZo w*>. i &&&&&& 2 

[0 0 8 1] 

5 7 ffiE#2000-30 78 6 65 



11-241531 



<d%. ^RmomwtifcmtiF) vr^mmmm (b) hz&ml ( 

B/F&m) > b, F\,^*ifr<D%mM*wfeL. mkwi#v>%iw>m>*:%.&tz> 
. *jxmmz&. m&£vx»imtii&ftzmie\ B/F&m&tfv^isyfv 

[0 0 8 2] 

> r*iR^!8«I3£«J (S&2J&) HgfH5 74£#g 

) , My«/X"f>- X> 2/^ J P- (Methods in ENZYMOLOGY) J Vol. 70(1 
nmunochemical Techniques (Part A)), Vol. 73 (Immunochemical Techniqu 

es(Part B)), V 1. 74(Immunochenical Techniques (Part C)), fflW V 1 

5 8 2000-3078665 



11 — 24153 



. 84 (Immunochemical Techniques (Part D:Selected Immunoassays)), Vol 
. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies and General 
Immunoassay Methods)), Vol. 121 (Immunochemical Techniques (Part I:H 

ybridoma Technology and Monoclonal Antibodies)) (J^Jh, TlJ^r^. V 9 ~? VZk 

So 

tLMz&m'tz>ffc<&i)^2±<Dftm. «i?if0M®^©*^i©iai^(D^ai 
. Wc^mmmz^s^m<Dm&M<Dmm<D^m^^(Dr^fyizmm^^z\ti^ 

[0 0 8 3] 

vh. TV*. MVV. :/#> Vi/. *n> -V-Jlstelf) ft£ 

fi&lC^jT'&S., Will 9*^fa*©*»W©DN A 

, 3ti^ffiTO^v^#fi^©^^©DNA^i&%iwj}a^^$-&e>e«-a 
y o ^ - # - ^qcswcig^ l n^h^nt m^.«> * * if&mm 
^w>r * n y p x. ? */ 3 y ~r z> z. h \z i: o x^m<om. & n& & nsmtt-r & d 

5 9 ffil£# 2000-3078665 



11 — 241531 



mfc^u =e - * - & v^ ti^o 

[0 0 8 4] 

£¥1 IPIffl MPg {C W 3 *$&m (D D N A <DmM> fcfc, *f ^«j4^tf>&#i« £ <fc 
ZL £ IZ «fc *; -T^T <Z>^»*i£D N A <5 «fc 3 ICHIM^^ -5 3i:^T'tS. 

- y ifm <z>m®& e n b t *m r*$> & o 

# MAtf, *|§^CDDNA^V^^CD^*©DNA%b<ttRNA$:tt 

mvT, mx-iz. m^mmmmm(Dj:v^-'mizmmmm^mmi}^(Dmm(D 
mmzmzz-t&zttfT'g&o *<DmM*m^z>z.£\z&v^ mx\z. & 

[0 0 8 5] 

UPAC— IUB Commision on Biochemical Nomenclature IC <fc &W&-%$>& V^ 

6 0 miE#2 0 0 0 - 3 0 7 8 6 6 5 



11-24153 



T<5, 



DN A 


: 7**s/v tf&m 


c DNA 




A 


: T?=-y 


T 




G 


: IfT-y 


C 


: i/ 


RN A 


: V tfgtSfe 


mRN A 




d ATP 




d TTP 


: ^^^^ >M 


d GTP 




d CTP 




ATP 




E DTA 




SDS 


: Kf^Wh'J^A 


[0 0 8 6] 




G 1 y 


: 


Ala 


: T^ — > 


V a 1 


: A U > 


Leu 


: D>f 


lie 




S e r 


: -fey > 


Thr - 




C y s 




Met 




G 1 u 






6 1 



2000-3078665 



« o 
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Asp 
L y s 
Arg 
His 
P h e 
Tyr 
Trp 
Pro 
A s n 
Gin 
pGlu 
T o s 
CHO 
B z 1 
Cl 2 Bzl 
Bom 
Z 

C 1 -z 
Br-Z 
B o c 
DNP 
Trt 
Bum 
F m o c 
HOB t 
HOOB t 

HON B 
DCC 



y vy 

h v -J h 7 r > 
y > 

2, 6-i?vuw<ypji 
Ky*j)\,mr*r*/*?-)\/ 

2 - ^ □ n ^ y 3f ^7 
2 - y n /< > 3f S/ # ;i/ 
t -zfh3fi/ijfrtf-;v 

N- 9 -^;i/>ri/n h3f ;i/ 

i ,2 , hy 

: 1-H Kn=3pi/-5-/;i/jJ<;i/*>-2,3-^*;i/7jf^>>>f ^ K 

6 2 2000-3078665 



11-2415 3^) 



[0 0 8 7] 
CBS#I#^ : 1 3 

mnm^i 2] 

3-Ft6DNA©JgSS2^?:^t (ZAQC) „ 
CB2jrj#-^ : 3 ] 

3- Kf£DNA©i£«ge?rj$:^-r (ZAQT) „ 
CS2^J##: 5) 

&7&<Dmmm 1 t?jbv* ^tifcy^-r v- 2 o>i&*ge#f£^-ro 

[0 0 8 8] 

^£©j£&£#Il ^^^nfc^M^m^nii/aiy t7 H'J (Escherichia col i 
)DH5a/pCR2. 1-ZAQCIt 11^8H23B *>*Mjg!i# 

IlK«^^XfIifi*9f^ (N I B H) lC^ffE§# FERM B P - 6 
8 5 bLVX. W-f&l 1^8I4H^ £>MHMA • 3!MBfc/?T (IFO) icWft 
#f IFO 1 6 3 0 1 t LTWf££*lTV>§„ 

&7&(DmMM 1 •eWe>tlfc^^^3:>>ai U £7 3 U (Escherichia coli 
) DH5a/pCR2. 1 -ZAQTtt, ^f&l 1^8^23 B^^MMmmm 
XigfK^^I^XlgWM (N I B H) fC^fe## FERM B P - 6 

8 5 6 iiLt, ¥-m,i ii£8B4Bfr*>MmmA • ^^mm (i fo) izmn 

SflFO 1 6 3 0 2 i: LTWft^tlT^So 
[0 0 8 9] 
[l^fifcfll] 

6 3 ffifE# 2000-3078665 



4 <-> V 



#3* 1 1-241531 



=7- . vn- — y>f (Molecular cloning) &CgB«£*lT Vn£#&{C|£o fc„ 
[0 0 9 0] 

2Ufi«l GiaSMSl^t^-SeiZAQ^3- FtScDNA©^ 

tMTSftcDNA (CLONTECHtt) U 2ffl0^7>fV-- 

, ^7>fV-l (5'- GTC GAC ATG GAG ACC ACC ATG GGG TTC ATG G 
-3' ; mnWt^r : 4) mS-zT^A V- 2 (5'- ACT AGT TTA TTT TAG TCT 
GAT GCA GTC CAC CTC TTC -3' ; gH^[f## : 5 ) £/§^T P C 
fTofco m^iSfc^ttS>K^©,Wtt±fHcDNA©i o#© l L 
TftMU Advantage2 Polymerase Mix (CLONTECHtt) l/5 0f, 
^7>fY- l&tf:/^>fV-2 £#0.2#M, dNTPs 200#M. 2fc0f#iRlC»#<0 
/t*:7 7 25^1©M4£Lfc„ PCRSJSH 941C-2#©^ 9 
4TC • 2 0#. 7 2X • 10 0#<Z>"9->f ?;i/£3HU 94t - 2 0#, 6 8 "C • 
1 0 0#tf)iM 3®, • 20#, 64*C-2 0#, 68t - 100 

T®0)^4 VfrtZ 8®iftyjgu ft^tc6 8r • 7#©#JtKj5&;£fTofco MP 
CRjK/S^jKJ&jg^fcTA^n-^^^ y h (Invitrogentfc) <D#LJ$lZ'&^ 
Zf^X$ #- P CR2.1 (Invitrogenfr) /\f ^^D-^>^*bfc 0 m*:* 

ifDH5 alC^AU cDNA&tiO^n-^&T^Ife/'J^^tfLB^ 

Sl't^^-gflI?:a-Kt52ii0cDNAi!^lZAQC (6B#I## : 2 
) MZAQT (a2^J#-^: 3) 3© c DNA<fc >jf §ffi$*lS7$ ; 

£<fr£U S£ff#-&: 2T?*SftSDNA&*W*5^MR&#&:*;»Sf (Esch 
erichia coli) DH5 a /pCR2. 1-ZAQC& £> tCfB#|## : 3 *l£ D N A 

H-tZ>M%tm&fa$:*mMDE5a, / P CR2 . 1-ZAQT £ V f=. . 
[0 0 9 1] 

6 4 iBSE4# 2000-3078665 



11—24153 



[0 0 9 2] 

WW*] 

[SEQUENCE LISTING] 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein Coupled Receptor Protein and Its Use 

<130> A99166 

<160> 5 

<210> 1 

<211> 393 

<212> PRT 

<213> Human 

<400> 1 

Met Glu Thr Thr Met Gly Phe Met Asp Asp Asn Ala Thr Asn Thr Ser 

5 10 15 

Thr Ser Phe Leu Ser Val Leu Asn Pro His Gly Ala His Ala Thr Ser 

20 25 30 

Phe Pro Phe Asn Phe Ser Tyr Ser Asp Tyr Asp Met Pro Leu Asp Glu 

35 40 45 

Asp Glu Asp Val Thr Asn Ser Arg Thr Phe Phe Ala Ala Lys He Val 

50 55 60 

He Gly Met Ala Leu Val Gly He Met Leu Val Cys Gly He Gly Asn 
65 70 75 80 

Phe He Phe He Ala Ala Leu Val Arg Tyr Lys Lys Leu Arg Asn Leu 
85 90 95 

6 5 £B$E# 2000-3078665 
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Thr Asn Leu Leu lie Ala Asn Leu Ala He Ser Asp Phe Leu Val Ala 

100 105 110 

lie Val Cys Cys Pro Phe Glu Met Asp Tyr Tyr Val Val Arg Gin Leu 

115 120 125 

Ser Trp Glu His Gly His Val Leu Cys Thr Ser Val Asn Tyr Leu Arg 

130 135 140 

Thr Val Ser Leu Tyr Val Ser Thr Asn Ala Leu Leu Ala lie Ala He 
145 150 155 160 

Asp Arg Tyr Leu Ala He Val His Pro Leu Arg Pro Arg Met Lys Cys 

165 170 175 

Gin Thr Ala Thr Gly Leu He Ala Leu Val Trp Thr Val Ser lie Leu 

180 185 190 

He Ala He Pro Ser Ala Tyr Phe Thr Thr Glu Thr Val Leu Val He 

195 200 205 

Val Lys Ser Gin Glu Lys He Phe Cys Gly Gin He Trp Pro Val Asp 

210 215 220 

Gin Gin Leu Tyr Tyr Lys Ser Tyr Phe Leu Phe He Phe Gly He Glu 
225 230 235 240 

Phe Val Gly Pro Val Val Thr Met Thr Leu Cys Tyr Ala Arg He Ser 

245 250 255 

Arg Glu Leu Trp Phe Lys Ala Val Pro Gly Phe Gin Thr Glu Gin He 

260 265 270 

Arg Lys Arg Leu Arg Cys Arg Arg Lys Thr Val Leu Val Leu Met Cys 

275 280 285 

He Leu Thr Ala Tyr Val Leu Cys Trp Ala Pro Phe Tyr Gly Phe Thr 

290 295 300 

He Val Arg Asp Phe Phe Pro Thr Val Phe Val Lys Glu Lys His Tyr 
305 310 315 320 

Leu Thr Ala Phe Tyr He Val Glu Cys He Ala Met Ser Asn Ser Met 
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325 330 335 

He Asn Thr Leu Cys Phe Val Thr Val Lys Asn Asp Thr Val Lys Tyr 

340 345 350 

Phe Lys Lys He Met Leu Leu His Trp Lys Ala Ser Tyr Asn Gly Gly 

355 360 365 

Lys Ser Ser Ala Asp Leu Asp Leu Lys Thr He Gly Met Pro Ala Thr 

370 375 380 

Glu Glu Val Asp Cys He Arg Leu Lys 
385 390 
<210> 2 
<211> 1179 
<212> DNA 
<213> Human 
<400> 2 

ATGGAGACCA CCATGGGGTT CATGGATGAC AATGCCACCA ACACTTCCAC CAGCTTCCTT 60 
TCTGTGCTCA ACCCTCATGG AGCCCATGCC ACTTCCTTCC CATTCAACTT CAGCTACAGC 120 
GACTATGATA TGCCTTTGGA TGAAGATGAG GATGTGACCA ATTCCAGGAC GTTCTTTGCT 180 
GCCAAGATTG TCATTGGGAT GGCCCTGGTG GGCATCATGC TGGTCTGCGG CATTGGAAAC 240 
TTCATCTTTA TCGCTGCCCT GGTCCGCTAC AAGAAACTGC GCAACCTCAC CAACCTGCTC 300 
ATCGCCAACC TGGCCATCTC TGACTTCCTG GTGGCCATTG TCTGCTGCCC CTTTGAGATG 360 
GACTACTATG TGGTGCGCCA GCTCTCCTGG GAGCACGGCC ACGTCCTGTG CACCTCTGTC 420 
AACTACCTGC GCACTGTCTC TCTCTATGTC TCCACCAATG CCCTGCTGGC CATCGCCATT 480 
GACAGGTATC TGGCTATTGT CCATCCGCTG AGACCACGGA TGAAGTGCCA AACAGCCACT 540 
GGCCTGATTG CCTTGGTGTG GACGGTGTCC ATCCTGATCG CCATCCCTTC CGCCTACTTC 600 
ACCACCGAGA CGGTCCTCGT CATTGTCAAG AGCCAGGAAA AGATCTTCTG CGGCCAGATC 660 
TGGCCTGTGG ACCAGCAGCT CTACTACAAG TCCTACTTCC TCTTTATCTT TGGCATAGAA 720 
TTCGTGGGCC CCGTGGTCAC CATGACCCTG TGCTATGCCA GGATCTCCCG GGAGCTCTGG 780 
TTCAAGGCGG TCCCTGGATT CCAGACAGAG CAGATCCGCA AGAGGCTGCG CTGCCGCAGG 840 
AAGACGGTCC TGGTGCTCAT GTGCATCCTC ACCGCCTACG TGCTATGCTG GGCGCCCTTC 900 
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TACGGCTTCA CCATCGTGCG CGACTTCTTC CCCACCGTGT TCGTGAAGGA GAAGCACTAC 960 
CTCACTGCCT TCTACATCGT CGAGTGCATC GCCATGAGCA ACAGCATGAT CAACACTCTG 1020 
TGCTTCGTGA CCGTCAAGAA CGACACCGTC AAGTACTTCA AAAAGATCAT GTTGCTCCAC 1080 
TGGAAGGCTT CTTACAATGG CGGTAAGTCC AGTGCAGACC TGGACCTCAA GACAATTGGG 1140 
ATGCCTGCCA CCGAAGAGGT GGACTGCATC AGACTAAAA 1179 
<210> 3 
<211> 1179 
<212> DNA 
<213> Human 
<400> 3 

ATGGAGACCA CCATGGGGTT CATGGATGAC AATGCCACCA ACACTTCCAC CAGCTTCCTT 60 
TCTGTGCTCA ACCCTCATGG AGCCCATGCC ACTTCCTTCC CATTCAACTT CAGCTACAGC 120 
GACTATGATA TGCCTTTGGA TGAAGATGAG GATGTGACCA ATTCCAGGAC GTTCTTTGCT . 180 
GCCAAGATTG TCATTGGGAT GGCCCTGGTG GGCATCATGC TGGTCTGCGG CATTGGAAAC 240 
TTCATCTTTA TCGCTGCCCT GGTCCGCTAC AAGAAACTGC GCAACCTCAC CAACCTGCTC 300 
ATCGCCAACC TGGCCATCTC TGACTTCCTG GTGGCCATTG TCTGCTGCCC CTTTGAGATG 360 
GACTACTATG TGGTGCGCCA GCTCTCCTGG GAGCACGGCC ACGTCCTGTG CACCTCTGTC 420 
AACTACCTGC GCACTGTCTC TCTCTATGTC TCCACCAATG CCCTGCTGGC CATCGCCATT 480 
GACAGGTATC TGGCTATTGT CCATCCGCTG AGACCACGGA TGAAGTGCCA AACAGCCACT 540 
GGCCTGATTG CCTTGGTGTG GACGGTGTCC ATCCTGATCG CCATCCCTTC CGCCTACTTC 600 
ACCACCGAGA CGGTCCTCGT CATTGTCAAG AGCCAGGAAA AGATCTTCTG CGGCCAGATC 660 
TGGCCTGTGG ACCAGCAGCT CTACTACAAG TCCTACTTCC TCTTTATCTT TGGCATAGAA 720 
TTCGTGGGCC CCGTGGTCAC CATGACCCTG TGCTATGCCA GGATCTCCCG GGAGCTCTGG 780 
TTCAAGGCGG TCCCTGGATT CCAGACAGAG CAGATCCGCA AGAGGCTGCG CTGCCGCAGG 840 
AAGACGGTCC TGGTGCTCAT GTGCATCCTC ACCGCCTACG TGCTATGCTG GGCGCCCTTC 900 
TACGGCTTCA CCATCGTGCG CGACTTCTTC CCCACCGTGT TTGTGAAGGA GAAGCACTAC 960 
CTCACTGCCT TCTACATCGT CGAGTGCATC GCCATGAGCA ACAGCATGAT CAACACTCTG 1020 
TGCTTCGTGA CCGTCAAGAA CGACACCGTC AAGTACTTCA AAAAGATCAT GTTGCTCCAC 1080 
TGGAAGGCTT CTTACAATGG CGGTAAGTCC AGTGCAGACC TGGACCTCAA GACAATTGGG 1140 
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ATGCCTGCCA CCGAAGAGGT GGACTGCATC AGACTAAAA 1179 
<210> 4 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 4 

GTCGACATGG AGACCACCAT GGGGTTCATG G 31 
<210> 5 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 5 

ACTAGTTTAT TTTAGTCTGA TGCAGTCCAC CTCTTC 36 
[0 0 9 3] 

mun (zaqc) , js^tK^tiA^m^^nsr^ jwmm^-t mzv-m 

O o 

[®2] mmwi"enbtit=L*&m<?>K. hifi*sfii$:3- Kt§DNA©!i 
ssb^i (zaqc) , &&z}*tifrt>m%.zfrz>T 5. jmmn^-t mivm 

[03] mmmivnbtittmmcDK. hmm&m&mzn- k^dnaos 
ggg#j (zaqc) , &£&*ftfr*>mfeznz>7$. ;mmFJZB-t mzvm 
^) . 
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[04] mmmi rmbnttftwan Mft^at^n- Kt§DNA©t 
mmm (zaqt) , fe^tK^tiTb^m^^nsr^y^iE^i&^-r (05^ 
o . 

[05] mmmi xm^nr=.^mm<D^ bm&&m&mz^- KteDNA©n 
mmm (zaqt) , &£zf^ftfrbmfeznz>T $ ;mmmz^-t mmm 

0 6tC$g<) . 

[06] mMMlT*mt>ftttmm<D\i MKft*gfiI5:3- R"3~-5 D NAffli 
&5!?>J (ZAQT) , ^i:^tlyb^«l^$tl-5r^ JfflMWtT*'* (0 5©i 

o 

[07] *mm<DK. hmm&m&w&mTMSizfuv h&avr. 
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mm^i mm 
[01] 

10 20 30 40 50 60 

ATQ^GWXACCATGGGGTTCATQGATGACAATGCCACCAACACTTCCACCAGCTrOC^ 
IIETTMGFMDDNATNTSTSFL 

70 80 90 100 110 120 

TCTCTGCT(>AC(XTCATGGAGC^ 

SVLNPH6AHATSFPFNFSYS 

130 140 150 160 170 180 

GACTATGATATGCCTTTGGATGAAGATGAGGATGT6ACCMTTCCAGGACGTTCTTTGCT 
DYOMPLOEDEDVTNSRTFFA 

190 200 210 220 230 240 

AKIVI6HALVGIHLVCGIGN 

250 260 270 280 290 300 

TTCATCTTTATCGCTGCCCTGGTCCGCT ACAAGAAACTGCGCAACCTCACCAACCTGCTC 
F I F I AALVRYKKLRNLTNLL 

310 320 330 340 350 360 

ATCGCCAACCTGGCCATCTCTGACTTCCTGGTGGCCATTGTCTBCT 
I A N L A I SDFLVA IVCCPFEM 

370 380 390 . 400 410 420 

GACTACTATCTGGTGCGCCAGCTCTCCTGGGAGCAC^ 

DYYVVRQLSWEHGHVLCTSV 



1 



ffilE# 2000-3078665 



1 1—241531 



[0 2] 

430 440 450 460 470 480 

AACTACCTGCCCACTGTCTCTCT^^ 

NYLRTVSLYVSTNALLA I A I 

490 500 510 520 530 540 

GACAGGrTATCTGGCTATTTCTCCATCCKn'GAGACCACGGATGAAGTGCCAAACAQOCACT 
DRYLA IVHPLRPRIIKCQTAT 

550 560 570 580 590 600 

GQCCTGATTQOCTTGGTGTGGACGGTGTCCATCCTGATCGOCATCCCTTCCGCXn'ACTTC 
GL I ALVWTVS I L I A • I PSAYF 

610 620 630 640 650 660 

ACCACCGAGACGGTCCTCGTCATTGTCAAGAGCCAGGAAAAGATCTTCTGCGGCCAGATC 
TTETVLV I VKSOEK I FCGQ I 

670 680 690 700 710 720 

TGGCXnOTt^CCAGGAGCTCTACT 

fPVDQQLYYKSYFLF I FG I E 

730 740 750 760 770 780 

TTCGTGGGGCCC^GGTCAGCATGACCCTGTGCTATGCCAGGATCTCCCGGGAGCTCrGG 
FVGPVVTHTLCYAR I SRELW 

790 800 810 820 830 840 

TTCMGGCGCTCCCTGGATTCCAGACAGAGQWSATC^ 

FKAVPGFQTEO I RKRLRCRR 

850 860 870 880 890 900 

MGACGGTCCTGGTGCTCATGTGCATCCTCACCGCCTACGTGCTATGCTGGGCGCCCTTC 
KTVLVLMC I LTAYVLCWAPF 



2 



ai!£# 2000-3078665 



4 * 



#3* 11-24153 



[03] 

910 920 930 940 950 960 

TACQSCTTCACCATCGTGCGCGACTTCTTCCCWCCGTQTTCCT 
YGFT I VRDFFPTVFVKEKHY 

970 980 990 1000 1010 1020 

CTCA(rn3CCTTCTACATCCTCGACTGCAT^ 

LTAFY I VEC I AMSNSM I NTL 

1030 1040 1050 1060 1070 1080 
TGCTTCCTGA(XGTCMGAACGA^ 

CFVTVKNOTVKYFKK I MLLH 

1090 1100 1110 1120 1130 1140 
TGGMGGCTITCmCAATGGC^ 

WKASYNGGKSSADLDLKT I G 

1150 1160 1170 1180 1190 

ATGCCTGCCACCGAAGAGGTCGACTGCATCAGACTAAMTM 
MPATEEVDC IRLK* 
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[04] 

10 20 30 40 50 60 

ATGGAGACCACCATGGGG^CATGGATGACMTOCCACCAACACTTKACCAGCTT(XrrT 
METTMGFMDDNATNTSTSFL 

70 80 90 100 110 120 

TCTCTGCTCMCXXTCATGGAGOCCATGCCA 

SVLNPHGAHATSFPFNFSYS 

130 140 150 160 170 180 

GACTATGATATGCXTTTTGGATGAAGATGAI^TGTGACCAATTCCAMACGTTCTTTGCT 
DYDIIPLDEDEOVTNSRTFFA 

190 200 210 220 230 240 

GCCM6ATTCTCATTGGGATGGC(Xn"GGTGGGCATCATGCTGGTCTGCGQCATTGGAAAC 
AK IVI GMALVGI HLVCG I GN 

250 260 270 280 290 300 

TTGATCmATCGCTGCCCTGGTOX^ 

FIFIAALVRYKKLRNLTNLL 

310 320 330 340 350 360 

ATCXXXAACXITGGCCATCTCTGACTT CCTGGTGGCCATTGTCTGCTGCXXXrnTGAGATG 
I ANLA I SDFLVA I VCCPFEM 

370 380 390 400 410 420 

GACTACTATGTGGTGCGO^GCTCTCCTGGGA 

DYYVVRQLSKEHGHVLCTSV 
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[0 5] 

430 440 450 460 470 480 

MCTACCTGCGCACTGTCTCTCTCTATCTCTCC^CCAATGCCCn'GCTGGCCATCQCXiATT 
NYLRTVSLYVSTNALLA I A I 

490 500 510 520 530 540 

GW>kGGTATCTQGCTATTGTCCATCCGCTGA6A(XlACGGATGMGTGCCAMCAGCCACT 
ORYLA I VHPLRPRBKCQTAT 

550 560 570 580 590 600 

GGCCTGATTGCCTTGGTGTGGACGGTrGT CX^ATCCTGATCXjCC^TCCCrrTCCGCCTACTTC 
GLIALVWTVSILIAIPSAYF 

610 620 630 640 650 660 

ACCAOX3AGACGCTCCTCGTCATTCT 

TTETVLV IVKSQEK I FCGQ I 

670 680 690 700 710 720 

TGGCCTGTGGAOttGCACOTCTACTAC^ 

WPVDQQLYYKSYFLFIFG I E 

730 740 750 760 770 780 

TTCGTGGGCCXCGTGGTCACCATGAOETC^^ 

FVGPVVTIITLCYAR I SRELW 

790 800 810 820 830 840 

TTCAAGGCGGT CCCT GGATTCX>V6AC^GA6CAGATCC®^GAGGCTGCGCTGCCGCAGG 
FKAVPGFQTEQ I RKRLRCRR 
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[06] 

910 920 930 940 950 960 

TACGGCTTCACCATCGTGCXjCGACTT^ 

YGFT I VRDF FPTVFVKEKHY 

970 980 990 1000 1010 1020 

CTCACTGOCTTCT ACATC6TCGAGTGCATCGCCATGAGCAACAGCATGATCMCACTCTG 
LTAFYIVEC I A M S N S M I NTL 

1030 1040 1050 1060 1070 1080 
TGCTTOJTGACCGTCAAGAAOG^ 

CFVTVKNDTVKYFKK I MLLH 

1090 1100 1110 1120 1130 1140 
TGGAAGGCTTCTTACAATGGCGGT MGTCCAGTGCAGACCTGGACXTrCAAGACAATTffijG 
WKASYNGGKSSADLDLKT I G 

1150 1160 1170 1180 1190 
ATGCCTGCCACCGAAGAGGT6GACTGCATCAGACT AAAATAA 
IIPATEEVDC 1 RLK* 
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©get, ^nffift^* Ft.fciz^tibomztt-tztfimz.kztpm^ o) 

KtSDNAms*b hSfr^otf^&^JcJBv^z: £ 



ffiSE# 2000-3078665 



S&¥- 11-2415 



m m a m m m m 



[000002934] 



1 . ^M^n H 1 9 9 2ff 1^220 

& ffi ^M^KTpttrJfeEJi^BTEgTg 1#1# 



1 



ffifE# 2000-3078665 



